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TI Use of (-) -2- [1- (3-ethoxy-4-methoxyphenyl) -2 -methylsulf onylethyl] -4- 

acetylaminoisoindoline-1, 3-dione and compositions thereof for inhibiting 
TNF-ct production and PDE4. activity 

GI 
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AB The invention discloses stereomerically pure (R) -2 - [1- (3 -Ethoxy-4- 

methoxyphenyl) -2 -methylsulf onylethyl] -4-acetylaminoisoindoline-l, 3-dione 
(-)-I, substantially free of its (+) -isomer, and prodrugs, metabolites, 
polymorphs, salts, solvates, hydrates, and clathrates thereof. Methods of 
using and pharmaceutical compns . comprising (-)-I for treating and/or 
preventing disorders ameliorated by the reduction of levels of tumor necrosis 
factor a (TNF-a) or the inhibition of phosphodiesterase IV. 

(PDE4) are also disclosed. Examples include the synthesis and resolution of 
(-)-I, seven bioassays, an aqueous solubility study, and three formulations. 

For 

instance, 3 -nitrophthalic acid was hydrogenated using 10% Pd/C in EtOH to 
give the amine (84%) , which was condensed with Ac20 to afford 
3-acetamidophthalic anhydride (61%) . Reaction of the phthalic anhydride 
with 1- (3-ethoxy-4-methoxyphenyl) -2- (methylsulf onyl) ethylamine to give I 
(59%), followed by resolution with N-acetyl -D- leucine in Me OH provided (-)-I 
(90% recovery, 98.4% ee) . The latter inhibited LPS-induced TNF-a 
production by human whole blood and PDE4 activity with IC50 values of 371 nM 
and 611 nM, resp. (-)-I showed >45-fold to >39, 000-fold selectivity for 
PDE4 over PDE1, PDE2 , PDE3 , PDE5, and PDE6 . Thus, (-)-I and its 
pharmaceutical compns. are useful for treating and/or preventing cancer, 
depression, and a variety of allergic, inflammatory, and autoimmune 
disorders (no data) . 
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acetylaminoisoindoline-1, 3-dione and compositions thereof for inhibiting 
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IN Schafer, Peter H.; Muller, George W.; Man, Hon-Wah; Ge, Chuansheng 
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TI Treatment of Atopic Dermatitis and Psoriasis Vulgaris With 

Bupropion-SR: A Pilot Study 
' AB OBJECTIVE: To determine whether the antidepressant bupropion may be 

useful in treating atopic dermatitis and psoriasis in 

nondepressed patients. METHOD: Ten nondepressed subjects with atopic 
dermatitis and 10 with psoriasis completed a single-track, 

open- label treatment protocol with bupropion-SR in doses of 150 mg/day and 
300 mg/day, administered sequentially for 3 wk each, followed by a 3-wk 
wash-out. Treatment response was assessed at the end of each 3-wk period. 
RESULTS: Six of the 10 subjects with atopic dermatitis showed a reduction in 
affected body surface area by the end of 6 wk of bupropion treatment, with 
affected area increasing toward the prestudy baseline in' all responders 
following bupropion discontinuation-a highly significant treatment effect 
(p =.0003). Of the 10 subjects having psoriasis, improvement 
over baseline after 6 wk of treatment was seen in eight subjects, with 
coverage increasing toward the prestudy baseline in the responders 
following bupropion discontinuation (p =.001). Average reduction in affected 

area 

in the responders at week 6 of treatment was approx. 50% in both groups. 
CONCLUSIONS: The generally good tolerability and relative safety of 
bupropion-SR makes a trial of this agent worthwhile in patients with 
atopic dermatitis or psoriasis who have failed treatment with 
more conventional medications. Normalization by bupropion of potentially 
causative neuroendocrine, immunol . , or catecholaminergic abnormalities in 
both of these dermatol . disorders is a possible mechanism of action for 
the observed salutary effects of this drug on the authors' subjects' skin 
disease . 
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TI Treatment of Atopic Dermatitis and Psoriasis Vulgaris With 

Bupropion-SR: A Pilot Study 
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TI Preparation of 3 -azetidinylalkylpiperidines or -pyrrolidines as tachykinin 
antagonists 
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AB The title compds . [I; R = (un) substituted C3-7 cycloalkyl, aryl, Cl-6 

alkyl; A = CO, S02 ; Rl = Ph, PHCH2 , naphthyl, etc.; R2 = C02H, CONR3R4, 
CONR5(C3-7 cycloalkyl), etc.; R3 , R4 = H, Cl-4 alkyl; R5 = H, Cl-4 alkyl, 
C3-7 cycloalkyl-Cl-4 alkyl; X = Cl-4 alkylene; XI = a direct link, Cl-6 
alkylene; m = 0-2] , useful for treating an inflammatory disease such as 
arthritis, psoriasis, asthma or inflammatory bowel disease, a 
CNS disorders such as anxiety, depression, dementia or psychosis, a 
gastrointestinal disorders such as Crohn's disease, an urogenital tract 
disorder, an allergy such as eczema, contact dermatitis or rhinitis, a 
hypersensitivity disorder such as poison ivy, peripheral neuropathy such 
as neuralgia, or acute or chronic pain, were prepared Thus, reaction of 
l-benzoyl-3- (3 , 4-dichlorophenyl) -3- (2 -f ormylethyl) piper idine with 
3-morpholinoazetidine.2HCl in the presence of Et3N in THF followed by 
addition of sodium triacetoxyborohydride and AcOH afforded the title compound 
II. Compds. I are effective at 0.5-5 mg/kg/day. 
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Marchington, Allan Patrick; Middleton, Donald Stuart 
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TI Preparation of piperidone tachykinin antagonists 
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AB The title compds . [I; X = a direct link, Cl-4 alkylene; R = 

(un) substituted C3-7 cycloalkyl] and their pharmaceutically acceptable 
acid addition salts, tachykinin antagonists acting at the human NK1, NK2 and 
NK3 receptor, and therefore useful in the treatment of an inflammatory 
disease such as arthritis, psoriasis, asthma or inflammatory 
bowel disease, a CNS disorder such as anxiety, depression, dementia or 
psychosis, a gastrointestinal disorder such as functional bowel disease, 
irritable bowel disease, gastroesophageal reflux, colitis or Crohn's 
disease, an urogenital tract disorder such as incontinence, hyperref lexia 
or cystitis, a pulmonary disorder such as chronic obstructive airways 
disease, an allergy such as eczema, contact dermatitis or rhinitis, a 
hypersensitivity disorder such as to poison ivy, and a peripheral 
neuropathy, were prepared Thus, reaction of the aldehyde (S) -II with 
3- (4-f luoropiperidin-l-yl) azetidine . 2HC1 in the presence of Et3N, 
NaBH(0Ac)3 and AcOH in THF afforded (S) -I [X = CH2 ; R = 

4 , 4-dif luorocyclohexyl] which showed pKi of 9.2 against human NK2 receptor 

binding in vitro. 
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IN MacKvenzie, Alexander Roderick; Marchington, Allan Patrick; Middleton, 

Donald Stuart; Meadows, Sandra Dora 
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Roderick; Marchington, Allan Patrick; Middleton, Donald Stuart; Meadows, 

Sandra, Dora 
SO PCT Int. Appl., 79 pp. 
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TI Fluoxetine: adverse effects and drug-drug interactions 

AB A review with 251 refs. This overview summarizes the major and minor. side 
effects and drug interactions of fluoxetine. The adverse reactions 
include the "serotonin syndrome", cardiovascular complications, 
extrapyramidal side effects such as akathisia, dyskinesias, and 
parkinsonian- like syndromes and an apparently increased risk of 
suicidality. Fluoxetine- induced mania and hypomania, seizures and sexual 
disorders are evaluated along with minor symptoms of allergic reactions, 
stuttering, hematol . changes, psoriasis, and inappropriate 
secretion of the antidiuretic hormone. The major fluoxetine -drug 
interactions involve the amino acids L-dopa and L- tryptophan, anorexiants, 
anticonvulsants, antidepressants, anxiolytics, calcium channel blockers, 
cyproheptadine, lithium salts, and drugs of abuse. The underlying 
mechanism and the paradoxical effects of fluoxetine are addressed. 
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TI Arylethylamine derivatives, processes for their preparation and 
pharmaceutical uses 

GI 



MeO. CH 2 CH 2 NHC— <] 




AB Arylethylamines Ar 1 CH2CH2NR1R2 are prepared in which Ar' = variously 

substituted heterocycles , including indol-3-yl, benzo [b] thiophen-3 -yl , 

benzimidazol-l-yl, benzo [b] furan-3-yl, 1, 2-benzisoxazol-3-yl, 

1, 2-benzisothiazol-3-yl, or indazol-3-yl derivs., Rl = COR7 [R7 = 



(un) substituted cycloalkyl or cycloalkyl- (Cl-4 ) alkyl , CF3 , or R7 = linear 
or branched halo- (un) substituted Cl-6 alkyl for certain Ar'], or Rl = 
C0NHR8 or CSNHR8 [R8 = linear or branched Cl-6 alkyl, (un) substituted 
cycloalkyl or cycloalkyl- (Cl-4 ) alkyl , (un) substituted Ph or 
aryl- (Cl-3) alkyl] , or Rl = C0(CH2)nEl [n = 1-3, El = morpholino, 
piperazine (un) substituted with (CH2)nE2, where n = 1-4, E2 = 
(un) substituted Ph or naphthyl] , and R2 = H, linear or branched Cl-6 
alkyl. Thus, reaction of 5 - me thoxytrypt amine with cyclopropanecarboxylic 
acid chloride in H20/CHC13 in the presence of K2C03 for 30 min. afforded 
example title compound I in 80.5% yield. The arylethylamines were tested 
and are claimed for a variety of pharmaceutical applications. These 
studies and applications include binding to melatonin receptors, treatment 
of ischemia microcirculation, stimulation of the immune response, 
ovulation inhibition, use as anxiolytics, antipsychotics, analgesics, 
neoplasm inhibitors of selected cancers, for treatment of skin disorders, 
e.g., psoriasis, acne, and seborrhea, and in veterinary skin 
disorder. A tablet formulation comprising N- [2- (5 -methoxyindol-3 - 
yl) ethyl] -N'propylurea is given. 
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TI Indications, contraindications, and treatment with monoamine oxidase 

inhibiting antidepressant drugs 
AB The action of Nardil in endogenous depressions and other conditions, such 

as rheumatoid arthritis, angina pectoris, and psoriasis, is 

discussed. 
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inhibiting antidepressant drugs 
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L5 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2 0 07 ACS on STN 
TI Demographics, assessment and management of pain in the elderly 
AB A review. The prevalence of pain increases with each decade of life. 
Pain in the elderly is distinctly different from pain experienced by 
younger individuals. Cancer is a leading cause of pain; 
however, other conditions that cause pain such as facet joint arthritis 
(causing low back pain), polymyalgia rheumatica, Paget' s disease, 
neuropathies, peripheral vascular disease and coronary disease most 
commonly occur in patients over the age of 50 yr . Poorly controlled pain 
in the elderly leads to cognitive failure, depression and mood disturbance 
and' reduces activities of daily living. Barriers to pain management 
include a sense of fatalism, denial, the desire to be "the good patient", 
geog. barriers and financial limitations. Aging causes physiol. changes 
that alter the pharmacokinetics and pharmacodynamics of analgesics, 
narrowing their therapeutic index and increasing the risk of toxicity and 
drug-drug interactions. CNS changes lead to an increased risk of 
delirium. Assessment among the verbal but cognitively impaired elderly is 
satisfactorily accomplished with the help of unidimensional and 
multidimensional pain scales. A comprehensive phys . examination and pain 
history is essential, as well as a review of cognitive function and 
activities of daily living. The goal of pain management among the elderly 
is improvement in pain and optimization of activities of daily living, not 
complete eradication of pain nor the lowest possible drug dosages. Most 
successful management strategies combine Pharmacol, and nonpharmacol . 
(home remedies, massage, topical agents, heat and cold packs and 
informal cognitive strategies) therapies. A basic principle of the 
Pharmacol, approach in the elderly is to start analgesics at low dosages 
and titrate slowly. The WHO'S three-step guideline to pain management 
should guide prescribing. Opioid choices necessitate an understanding of 
Pharmacol, to ensure safe administration in end-organ failure and 
avoidance of drug interactions. Adjuvant analgesics are used to reduce 
opioid adverse effects or improve poorly controlled pain. Adjuvant 
analgesics (NSAIDs, tricyclic antidepressants and antiepileptic drugs) are 
initiated prior to opioids for nociceptive and neuropathic pain. 
Preferred adjuvants for nociceptive pain are short -acting paracetamol 
(acetaminophen) , NSAIDs, cyclo-oxygenase-2 inhibitors and corticosteroids 



(short-term) . Preferred drugs for neuropathic pain include desipramine, 
nortriptyline, gabapentin and valproic acid. Drugs to avoid are 
pentazocine, pethidine (meperidine) , dextropropoxyphene and opioids that 
are both an agonist and antagonist, ketorolac, indomethacin, piroxicam, 
mefenamic acid, amitriptyline and doxepin. The type of pain, and renal 
and hepatic function, alter the preferred adjuvant and opioid choices. 
Selection of the appropriate analgesics is also influenced by versatility, 
polypharmacy, severity and type of pain, drug availability, associated 
symptoms and cost. 
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TI Highlights of lithium use in medicine. Part II: The development of lithium 
to a modern drug 

AB .A review with 130 ref s . is given. In 1843, Li carbonate was introduced 

into the materia medica as a new solvent for stones in the bladder by the 
surgeon Ure . In 1859, the internist Garrod recommended a therapy with Li 
salts for a wide range of diseases and complaints, especially gout, urinary 
calculi, rheumatism, mania, depression, and headache. All of them were 
grouped under the general heading of the uric acid diathesis, which became 
a major unifying medical principle for almost one century. In 1941, 
however, this hypothesis was declared to be ill-founded. The fascinating 
discovery of the specific antimanic effect of the Li cation by the 
psychiatrist Cade in 194 9 initiated the career of this chemical simple drug 
as a very potent substance against symptoms of manic-depressive illness. 
After numerous hindrances due to the lack of knowledge of its biochem. and 
pharmacokinetic properties had been overcome, Li developed into a safely 
used psychopharmacol . agent. Improvements in its monitoring, especially by the 
introduction of the Li ion selective electrode, as well as in patient 
compliance with the medication were decisive, too. It was possible to 
extend the classical antimanic, antidepressive, and recurrent-prophylactic 
action profile of Li by an antipsychotic, antiaggressive , 
antisuicidal, and antineurotic component. Recently, topical Li 
has found employment in dermatol . disorders, e.g. seborrheic 
dermatitis, and herpes virus infections. It is promising that further 
applications of Li as an antiinflammatory, antiviral, antifungal, 
antitumor, and immunomodulating agent, e.g. in the treatment of AIDS and 
cancer, may become established in the future. As characteristic, 
Pharmacol, rare properties the drug Li does not lose efficacy and does not 
induce addiction and dependence. Thus, a "mech. switch-on and-off 
function" in its biochem. mechanism is discussed. 
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TI Past and present conceptions concerning the use of lithium in medicine 

AB A review with 126 refs. In 1843, lithium carbonate was introduced into 
the materia medica as a new solvent for stones in the bladder by the 
surgeon Ure. In 185 9, the internist Garrod recommended a therapy with 
lithium salts for a wide range of diseases and complaints, especially gout, 
urinary calculi, rheumatism, mania, depression and headache. All of them 
were grouped under the general heading of the uric acid diathesis which 
• became a major unifying medical principle for almost one century. In 
1941, however, this hypothesis was declared to be illfounded. The 
fascinating discovery of the specific antimanic effect of the lithium 
cation by the psychiatrist Cade in 1949 initiated the career of this chemical 
simple drug as a very potent substance against symptoms of 
manic-depressive illness. After numerous hindrances due to the lack of 
knowledge of its biochem. and pharmacokinetic properties had been 
overcome, lithium developed into a safely used psychopharmacol . agent. 
Improvements in its monitoring, especially by the introduction of the lithium 
ion selective electrode, as well as in patient compliance with the 
medication were decisive, too. It was possible to extend the classical 
antimanic, antidepressive and recurrent -prophylactic action profile of 
lithium by an antipsychotic, antiaggressive , antisuicidal and 
antineurotic component. Recently, topical lithium has found 
employment in dermatol . disorders, e.g. seborrhoeic dermatitis 
and herpes virus infections. It is promising that further applications of 
lithium as an antiinflammatory., antiviral, antifungal, antitumor and 
immunomodulating agent, e.g. in the treatment of AIDS and cancer 
, may become established in the future. As characteristic, pharmacol . 
rare properties the drug lithium does not lose efficacy and does not 
induce addiction and dependence. Thus, a "mech. switch-on and -off 
function" in its biochem. mechanism is discussed. 
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TI Treatment of postherpetic neuralgia: an update 

AB A review with 57 ref s . Postherpetic neuralgia (PHN) is a chronic pain 
syndrome that is often refractory to treatment and can last for years, 
causing phys . and social disability, psychol . distress, and increased use 
of the healthcare system. In this paper we provide an update on recent 
developments in the treatment of PHN. We emphasize the results of recent 
studies that provide an evidence-based approach for treating PHN that was 
not available until very recently. In randomized, controlled clin. 
trials, the topical lidocaine patch, gabapentin, and controlled 
release oxycodone have been shown to provide superior pain relief in 
patients with PHN when compared with placebo. It has also recently been 
demonstrated that the tricyclic antidepressant nortriptyline 

provides equivalent analgesic benefit when compared with amitriptyline , but is 
better tolerated. Based on these results, nortriptyline can now be 



considered the preferred antidepressant for the treatment of 
PHN, although desipramine may be used if the patient experiences 
unacceptable sedation from nortriptyline. The topical lidocaine 
patch, gabapentin and controlled release oxycodone all appear to be as 
effective as tricyclic antidepressants in the treatment of patients with 
PHN, and the results of these recent studies suggest that each of these 
treatments should be considered early in the course of treatment. Addnl . 
controlled trials are needed to compare the efficacy and tolerability of 
these 4 treatments-tricyclic antidepressants, gabapentin, the 
topical lidocaine patch and controlled release opioid analgesics - 
used singly and in various combinations in the treatment of patients with 
PHN. 
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TI Postherpetic neuralgia: role of gabapentin and other treatment modalities 

AB A review with 51 ref s . Postherpetic neuralgia (PHN) is a chronic and 
painful condition that may occur after a herpes zoster infection. The 
frequency of PHN after untreated zoster varies widely. Age is. the most 
important risk factor for development of PHN. The condition occurs in an 
estimated 50% of patients older than 50 yr . The pain of PHN can be severe 
debilitating and is frequently associated with allodynia. Although in most 
patients pain remits within the first year, it may persist for a lifetime. 
Tricyclic antidepressants (TCAs) , topical agents, opioids, and 
gabapentin, a structural y-amino butyric acid (GABA) analog, are the 
only agents that have demonstrated efficacy in randomized clin. trials for 
treatment of both the shooting and the burning form of pain associated with 
PHN. TCAs are among the most commonly used classes of agents for treating 
PHN and are effective in a significant proportion of patients. However, 
various adverse events can limit treatment. These side effects tend to be 
more acute in the elderly, the population most likely to suffer from PHN. 
Topical agents have led to mild to moderate improvement in 
patients with PHN but are usually ineffective as monotherapy for this 
condition. Until recently, carbamazepine was the only antiepileptic drug 
evaluated for the treatment of PHN. Over the past few years, however, 
gabapentin has received increasing attention as a useful treatment for 
neuropathic pain. Gabapentin lacks significant drug-drug interactions and 
has a favorable safety profile, which makes it particularly useful for 
treatment of PHN. 
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TI Multicomponent pain relief topical medication 

AB Topically applied compns . for transdermal administration of efficacious 
pain relief medication are described. The compns. contain several 
physiol. active components which act synergistically to attack 
pain-causing aspects of an injury or disorder while simultaneously 
blocking the immediate transmission and sensation of the pain. As the 
source of the pain is progressively diminished, the patient is spared the 
sensation of current and transient pain. Thus the compns. provide the 
patient with relief of both systemic and perceived pain. The compns. 
include medically effective amts. of a vasodilator, a non-steroidal 
anti -inflammatory drug, a membrane stabilizer, and a seratogenic reuptake 
inhibitor, and a medically acceptable carrier into which the foregoing are 
incorporated. Medically effective amts. of a topical anesthetic 
and/or a steroid anti -inflammatory drug are also advantageously included. 
A method of relief of a patient's pain which comprises topical 
administration to the patient of such compns. is also described. One of 
the claimed compns. comprises 0.5-25 parts of nitroglycerin, 2-50 parts of 
ketoprofen, 5-50 parts of carbamazepine, and 0.5-50 parts of 
amitriptyline, and the balance being sufficient parts of the carrier into 
which the foregoing are incorporated to form the topically applicable 
cream. 
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TI The effects of topical doxepin on responses to histamine, 

substance P and prostaglandin E2 in human skin 
AB The tricyclic antidepressant, doxepin, is known to have HI and 

H2 antihistaminic effects. Recently, 5% doxepin cream has been marketed 
in the U.S.A. for treatment of eczematous dermatoses. We investigated the 
effects of topical doxepin treatment on histamine-, substance P- 
and prostaglandin E2- (PGE2) induced responses in the skin of normal and 
atopic subjects. We compared the effects of topical doxepin 

with those of the oral antihistamine terfenadine. The weal volume and flare 

area responses to histamine were significantly reduced by treatment with 

topical doxepin or oral terfenadine in both normal and atopic 

subjects (P < 0.05) . The mean + SEM percentage reduction in flare area for 

10 ug/site of histamine in non-atopics and atopics was 48 ± 8% and 

60 + 17% with terfenadine, and 54 ± 12% and 81 + 4% with 

topical doxepin, resp. The mean percentage reduction in weal volume for 
the same dose of histamine in non-atopics and atopics was 70 ± 9% and 
63 ± 16% with terfenadine, and 96 ± 2% and 89 ± 6% with 
topical doxepin, resp. The flare but not the weal response to 
substance P was inhibited by both treatments in all subjects (P < 0.05). 
The mean ± SEM percentage reduction in flare area for 200 pmol/site of 
substance P in non-atopics and atopics was 53 ± 10% and 73 ± 4% with 
terfenadine, and 74 ± 7% and 75 ± 4% with topical doxepin, 
resp. The cutaneous responses to PGE2 were not affected by either drug. 



The inhibitory effects of doxepin were as great as those of terfenadine, 
and doxepin had a significantly greater effect than terfenadine in 
inhibiting the weal response to histamine and flare response to substance 
P in normal volunteers (P < 0.05). There was no significant difference 
between atopics and non-atopics in the percentage reduction of cutaneous 
responses by oral terfenadine or topical doxepin. Marked 
sedation occurred in three of the first 10 subjects treated with 
topical doxepin, necessitating a reduction in dosage for the remaining 
six subjects. In summary, topical doxepin was as effective as, 
and sometimes more effective than, a standard dose of oral terfenadine in the 
inhibition of histamine- induced and axon-ref lex-mediated cutaneous 
responses. The marked sedative effect may limit its clin. use in some 
patients . 
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TI Topical formulations containing deprenyl for depression 
treatment 

AB A topical antidepressant formulation contains 

L-deprenyl for treatment of depression, Parkinsonism, and Alzheimer's 
disease, and can be administered at 5-50 mg L-deprenyl/day . For example, 
a formulation consisted of polyethylene glycol (6000) distearate 5-15, 
polyethylene glycol (1540) 15-25, butylated hydroxytoluene preservative 
0.1-0.5, and polyethylene glycol (300) to 100% by weight The topical 
administration was found more effective than oral administration or 
injections, in controlling its side effects. 
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TI Percutaneous absorption of tricyclic antidepressants: amitriptyline, 
nortriptyline, imipramine, and desipramine 

AB The percutaneous absorption of amitriptyline, nortriptyline, imipramine, 
and desipramine as their hydrochloride salts in vivo was demonstrated 
without use of a vehicle using the hairless (h-l/h-1) mouse asn an exptl. 
model for human skin. After topical application of 2 mg of each 
compound in distilled water, followed by rapid evaporation of te water, 

concns . were 

measured in heart, lung, brain, liver, and blood in 1-, 2-, 4-, and 6-h 



study groups. Lung consistently demonstrated the highest concns . for all 
four compds . while heart and liver had the lowest. Concns. in heart 
remained essentially constant for all compds. during the 6-h study period. 
The concns. in solid tissues were much lower than those commonly seen in 
man after overdose, whereas the concns. in blood resembled low therapeutic 
to toxic concns. in humans. Percutaneous absorption may provide a 
feasible route of administration for the tricyclic antidepressants which 
may lead to improved compliance with fewer gastrointestinal side effects. 
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TI Composition for treating and preventing irritation of the eyes 

GI 



CHCH2CH2NMe2 




AB A topical composition for preventing and treating irritation of the 
eyes consists of tricyclic antidepressants in combination with the 
conventional vasoconstrictors (0 . 01-0 . 5% by weight). Thus, a mixture of an 

aqueous 

solution containing doxepin.HCl (I-HC1) [1229-29-4] 1, naphazoline .HC1 
[550-99-2] 0.01, hydroxymethyl cellulose 0.01, benzalkonium chloride 
0.004, NaCl 1% buffered with NaB03 to pH 7.4 was instilled into the eyes 
of 5 albino rats on 2 different days. On one day the eye drops were given 
before the instillation of a 10% Na lauryl sulfate (SLS) solution and the 
other day they were instilled 60 min after 10% SLS instillation. In both 
cases the drops prevented the irritation and decreased it within 5 min. 
Reinstillation of 10% SLS did not irritate the eye again. 
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